: Data collection and refinement statistics. Calculated using Phenix (Adams et al Acta Cryst. D 2010; 66:213-221) . R-work=Σ |fo -|fc|| / Σ |fo|, fo and fc are observed and calculated structure factors, R-free set uses about thousands randomly chosen reflections. Statistics for the highest-resolution shell are shown in parentheses. Figure S1 : Complexes of human BChE with decamethonium (pdb 6ep4), thioflavin T (pdb 6esy), ethopropazine (pdb 6eqp), huprine 19 (pdb 6eqq) and propidium (pdb 6esj). The ligands are represented in balls and sticks with the volumetric representation of the 2Fo-Fc electron density maps of each ligand contoured at 1 sigma level. Key binding site residues in the vicinity of the ligand are represented in stick. Table S2 : Concentrations of ligand and protein used for ITC. Enzyme solutions were prepared from pure stock solutions by dilution into degassed buffer (10 mM HEPES with 10 mM NaCl at pH 7.4 for BChE, and 20 mM TrisHCl with 50 mM NaCl at pH 8.0 for AChE) and filtered on 0.22µm. Ligand dilutions were prepared from stock solutions prepared in respective buffers (10 mM HEPES with 10 mM NaCl at pH 7.4 for BChE and 20 mM TrisHCl with 50 mM NaCl at pH 8.0 for AChE) realized by weighing of pure crystalline powder obtained from Sigma, except for ThT chloride which was recrystallized as previously described (Harel et al J. Am. Chem. Soc. 2008; 130:7856-61 Figure S2 : Representative traces and fits of ITC experiments for human AChE (edrophonium and thioflavin T) and human BChE (propidium and thioflavin T). The concentrations of enzyme in the titration cell and concentrations of ligands in the titration syringe are shown. The Injection heats were determined by integration of the peak areas using the NanoAnalyze software v3.7.5 (TA Instruments). Data were analyzed using the independent binding model fitting function included in the software. See materials and methods section for further details.
